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Column E Explanation 

Registration Number: 34-R-0031 


STUDY 

• Number of Animals: 7 

• Species: Dog 

• Explanation of Procedure Producing Pain and/or Distress 

Pharmacokinetic studies were conducted to collect blood samples (plasma) for the 
determination of test article concentrations after a single dose administration. Unexpected 
clinical signs were observed including clonic convulsions, activity decreased, breathing slow 
and shallow, and ataxia. These seven dogs died in extremis prior to administration of 
euthanasia could be completed. These unexpected toxicity findings occurred shortly after 
dosing. 

• Scientific Justification 

The FDA requires this testing to determine blood concentration levels over time for 
characterization of the test article (drug). 

The route of administration and dose levels were considered appropriate by the Sponsor 
and Study Director for this test article evaluation. The dose levels administered were not 
expected to cause acute toxic effects. 

• Regulations 

International Conference on Harmonization (ICH) Harmonized Tripartite Guidelines, 
Preclinical Safety Evaluation of Bio-Technology - Derived Pharmaceuticals ICH 56, July 
1997. Note for Guidance on Toxicokinetics: The assessment of Systemic Exposure in 
Toxicity Studies S3A, 
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Summary of Exceptions 
Registration Number 34-R-0Q31 


Summary of Exceptions to the Regulations and Standards 


• There were no exceptions to the regulations and standards. 



